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Dear Dr. 


Lisanti: 




.’r‘ : Pursuant to our telephone conversation- of a few days ago, I am writing 

to inform you of some experiments we are attempting in order to rapidly 
phenotype individuals as potential candidates for the.development of 
emphysema. We are assuming that type ZZ and' type MM o-l proteinase inhibitor 
' (o-l antitrypsin) phenotypes would be most prone to the disease. Our 
experimental approach is multi-folded: 


• a) We have purified type ZZ a-l-PI and we are making antibodies to this 
ii. protein as well as to type MM on which we. have already reported. We hope 
... that the Z protein may have specific antigenic sites not available on- the M 
1 protein. Hence, it may be possible to isolate directly or by immunoabsorption 
a monospecific antigen to the Z protein which could be utilized for mass 
* ;-screening of the population by simple immunoprecipitation techniques. 
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‘ b) We are developing electrophoretic techniques for the direct identi¬ 
fication of MZ and ZZ plasma protein patterns. We have several approaches 
in mind, although we have, at the moment, initiated studies on> only a few. 

1. We knew that acrylamide slab gel electrophoresis at pH 5.0 gives 
some separation of the ZZ and MZ protein patterns which can be distinguished „ 
Albumin, however, does cause some interference. 

2. We can remove the albumin by the techniques w.e have developed 
and perhaps increase the separation to the sensitivity we desire. It is 
this approach we are favoring at the moment. 

3. We have discussed the possibility of using Tf oblique thinking" 
and adding trypsin to plasma to form a-l-PI-trypsin complexes which will 
migrate in distinctively different positions. It may be that due to the 
charge differences in the various a-l-PI phenotypes we may be able to see 
interpretable patterns for the various complexes formed. We have not yet 
started this work. 


. AN EQUAL, OPPORTUNITY/AFFIRMATIVE ACTION EMPLOYER 
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;. We feel that if our techniques work as well as preliminary results 
indicate, a properly equipped laboratory should be able to analyze at 
least 48 samples in- an eight hour day. TJie more electrophoresis equipment 

available, however, the larger the number of samples which could be analyzed. 
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With the immunodiffusion technique, of course, the sample number is 


increased immeasurably. 



I hope this update will be useful to you and to the Council for 
Tobacco Research-U.S.A. 
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